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n. REMARKS 

The presently claimed application isj'directed to a method for treating a medical 
condition caused by excessive growth of noii-cancer cells, specifically psoriasis, with an 
EGFR/HERl antagonist. 

A. Amendments 

In the interests of advancing proseciition of the present invention^ Applicant has 
amended claims 1-3, cancelled claims 6-7, aaiid added new claim 8^ Claim 1 has been 
amended to specify that the hyper-proliferati|/e disease stimulated by a ligand of a member 
of the EGF &mily of receptors is psoriasis, -vthich was originally set forth in dependent 
claim 7« now cancelled without prejudice. Cjlaim 1 has also been amended to recite 
systemic administration (see Specification, pj. 13, 11. 4-28). Finally, Claim 1 has been 
amended to specifically claim one member c|f the EGF family of receptors^ namely EGER 
or HES.1, as originally set forth in dependen ii claim 2. Dependent claim 8 has been added 
to recite a defective receptor, which was set forth in claim 1 originally. Accordingly, no 
new matter has been added. 

Attached hereto are a copy of a version of the amendments with markings to show 
tiie changes made and, for the convenience bf the Examiner, a copy of the pending claims 
upon entry of the present amendments. 

B. Outstanding OiSice Action j 

i 

In the OfBce Action dated October :|9, 2002, claims 1-7 have been rejected under 
35 U.S.C. § 1 12, H 1 and 35 U.S.C § 103(aL 

1. Rejection under 35 US.C. S 1 12. Ifl 

The OfBce all ges that the Applicasjk fails to broadly enable administration of an 
antagonist of the EGF family for treatment i^f hyper-pioliferative diseases stimulated by a 
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ligand of a member of the EGF family of reiseptors. The Office, however, concedes that 
the Applicant has enabled the treatment of lisoria&is using the chimeric monoclonal 
antibody C225. hx the interest of advancing ^prosecution, claim 1 has been amended to 
specifically claim the use of an EGFR/HERi antagonist for treating psoriasis. As such. 
Applicant respectfully submits that the pnesW rejection is moot Alternatively, in the 
event that the Office maintains the enablemjmt rejection. Applicants respectfully request 
that this rejection be withdrawn as the prescjatly claimed invention clearly teaches how to 
make and use EGFR antagonists in the treat|eQent of psoriasis. 

The specification teaches those skiUeji in the art how to make and use the full scope 
of the claimed invention without midue expe^eotation. An EGFR/HERl antagonist is 
well defined. According to the present invelation, an EGFR antagonist is defined as any 
molecule that inhibits the stimulation of EGtFR by an EGFR ligand (see. Specification, p. 
4, 11- 25-26). Examples of EGFR antagonis | include, but are not limited to, biological 
molecules such as antibodies (see, Specific*!tion, p. 5, IL '13-28 and p. 10. 11. 10-16). 
Clearly, the chimeric monoclonal antibody b225 (cetuximab) is representative of 
EGFR/HERl antagonists within the scope elf the claimed invention. In addition, one of 
skill in the art would be able to determine ai jiditional antagonist using phosphorylation 
assays incorporated in the present disclosur-j: (see. Specification, p. 5, IL 7-12). As such, 
the present disclosure provides enablement ojimmensurate in scope with the amended 
claims. 

Moreover, the Office inafrpropriately [cites Dillman et aL (J. CliiL OncoL, 1994, 
12:1407-1515) and Dermer (BioTechnolog:j, 1994, 12:320) to establish that the art of m 
vivo treatment using antibodies is complex ind mqjredictable- These articles address 
extr^olating in vivo results from in vitro e>^|periments. Applicant would like to point out 

that the present invention provides hxmian vivo experimental results to enable the 

I 
I 

present claims. This clearly cannot be anal({igized to use of in vitro data to siqjport in vivo 
claims. 
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Accordingly, Applicant respectfiilly [reqxjests the rejection be withdrawn. 



Rejection under 35 



S-C. S 103 



Claims 1-3 and 6-7 are rejected und»k 35 U.S.C* § 103(a) as being uiq)atentable 
over Bassat et al. (Cuir. Phaima. Design, 2(|00 , 6:933-942), ixn view of Varani et al 
(Pathobiol., 1998, 66:253-259): In additionj. claims 1-7 are also rejected under 35 U.S.C, 
103(a) as being unpatentable over Varani et^, (Pathobiol. 1998 66:253-259), in view of 
Goldstein et al. (WO 96/40210). I 

Applicant respectfully traverses the :t<ejections and maintains that a prima facie 
case of obviousness has not been establishei L over Bassat et aL, in view of Varani et al. 
To establish prima facie case of obviou$nrj>ss, three basic criteria must be met (see 
M.P.E.P, § 2143). The Office has not met tliese three basic criteria and has instead 
simply provided a general incentive to comlpine these prior art references in view of the 
present disclosure to treat psoriasis using acjd-EGFR antibodies. Applicant submits that 
neither of these refisrences, even when comljiined, teaches or suggest svstemic treatmeiit 
ofpsoriasis. 

The reference of Bassal: et at in coirjbination with that of Varani et aL does not 
teach each and every one of the claim limitgjtions in the present application. The Office 
concedes that Bassat et al. does not teach aciministeri^g an anti^BGFR antibody as the 

i 

EGFR antagonist However, the Office assorts that Applicant would be motivated to 



combine the method of treating psoriasis in 



iiuman patients by administering an anti- 



EGFR antagonist as taught by Bassat et al.^ Jmd the anti-EGFR antibody as taught by in- 
vitro studies of Varani et aL with a reasonaljie expectation of success. Bassat et aL does 
not, however, envision gvBtBmia administraljion of EGFR antagonist, much less an 
antibody directed against EGFR- I 
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Bassat et aL teaches the use of smalif molecule antagonists that inhibit ptotein 
tyrosine kinases in the treatment of psoriasij.. Of the eight compounds disclosed for the 
three groups of tyrphostina, Bassat et al. infjicates that only one compound (SU 5271) is a 

i 

Strong candidate as an anti-psoriatic agent (}'&e Bassat et a/., p. 939, left column, IL 18- 

j 

22), This compound is said to have "penetr jited human cadaver sHn and reached the 
target tissue (epideimis) within 24 hours of jipplication" indicating that the preferred 
mode of admimstration is via topical applidition to the area of the affected skin. 



Varani's p^er concerns the in-vitro j^stablishment of organ cultures flrom psoriatic 

i 

lesions. Although Varani et aL shows that sjdministration of EGFR antibody partially 
ameliorated the abnormal histological featurnes of psoriatic tissues in organ, there is no 

i 

evidence that systemic administration of thcj* antibody for the treatment of psoriasis is 
contemplated, 

Accordragly, Applicant respectfiillyjrequests the rejection be wiflxdiawn. 

i 
t 

Similarly^ Applicant respectfully traketses the rejection and maintains that a 



prima fade case of obviousness has not bee 
1998 66:253-259), in view of Goldstein et i 
would have been obvious to one of ordinary 



1 established over Vatani et aL (Pathobiol. 
/. (WO 96/40210), The Office alleges that it 
skill in the art to treat psoriasis using the 



humanized anti-EGFR antibody, C225 disclbsed by Goldstein et aL using methods taught 

i 

by Varani et aL Again, Applicant submits tjaat neither of these references, even when 
combined, teaches or suggest systemic treatjnent of psoriasis. 



Goldstein et aL discloses the use of » 
antibody for treatment of cancers and not fc 
such as psoriasis. Varani et al. does not alli 
humans and certainly not systemic administ|ration 



teach 



combined^ the prior art disclosures do not 
present invention. Moreover, one of oidinaty 
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of psoriasis using an antibody directed agaij ist growth &ctor receptors, such as EGFR, to 
hav€ a reasonable expectalion for success. | 

i 

i 

Accordingly, Applicant respectfullyjrequests the rejection be withdrawn, 

i 

in, CONCLUSION ! 



Applicant believes that the present a; 
respectfully requests that the OfGLce pass this 
Exanuno-, a telephone conference would exp 
BxamiDJsr is invited to call the undersigned ar 

I 

The Office is authorized to charge a 
consideration of this paper to Kenyon & Ke 



Dated: April 29, 2003 



NY ^629 2.DOC 



^plication is in condition for allowance, and 
application to issue. If, in the opinion of the 
sdite prosecution of the subject application, ihc 

ly fees that may be necessary for 
lyon Deposit Account No. 1 1-0600. 

Respectfully submitted. 




Kai 

KENYON& 
One Broadway 
New York, NY 10004 
(212) 908-6277 (telephone) 
(212) 425-5288 (facsimile) 
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VERSION WITH MARKING 



In the Claims : 

1. (Amended) A method of tre 
Chypeiprolifeiative disease stimulated by a ] 
factor family of receptors^ said method] 
mammal an amount of [an antibody or a 
antagonist [of a member of tiie EGF family 



2. (Amended) A method accor- 
antagonist [of a member of the EGF family 
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^ TO SHOW CHANGES MADE 



iting a mammal with [a] psoriasis. 
gand of a member of the epidemial growth 
conj^nsing svstemically administering to said 
del^tive reenter that is] an EGFR/HERl 
>f receotorsl . effective to treat psoriasis . 



ling to claim 1 wherein the EGFR/HERl 
Df receptor] is an antibody. 



3. (Amended) A method accor 
monoclonal antibody specific for EGFR/HE^l 
hypervaifiable region thereof 



ling to claim 2 [1] wherein the antibody is a 
or a fragment that comprises the 



6, (Amended) A method accor 
stimulated bv a ligand of a member of the E 



8. (New) A method according t 
is a defective receptor. 



ting to claim 1 wherein the disease is 
rFR/HERl. said Ugand is TGF-a. 



-) claim 1 wherein the EGFR/HERl antagonist 
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PEKDIN 



administering to said manunal an amoimt o: 
psoriasis. 



CLAIMS 



1 - A method of treating a mami aal with psoriasis, comprising systemically 



; an EGFR/HERl antagonist, effective to treat 



2- A method according to claiir| 1 wherein the EGFR/HERl antagonist is an 

I 

antibody. { 



3- A method accoixiing to clainc 



antibody specific for EGFR/HERl or a fragjnent that comprises the hypervariable region 
thereof. 



4. A method of claim 3 whereii 
humanized. 

5. A method according to claiir 
EGFR/HERl phosphorylation. 

S. A method according to clain: 
defective receptor. 



2 wherein the antibody is a monoclonal 
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3 wherein the monoclonal antibody inhibits 



1 wherein the EGFRTHERl antagonist is a 
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